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«B#X (SHZUAQA^ T««fei«KJPy7P) 

f875 junwiinBanv/in-flAis 108 ur^co. (j-p) 

«:4C « (AftlXZ, ratAkaXJ-P/^P] 

1 871-01 ffyfMMw,"aPi9a8-9 ur<c«. (jp) 

(UOSOl, iC«i«a«r i}ClE/JP) 
J M WMW a " 8 - g a70c«. CJP) 

ffMn8iMitmr2-83 Mr««»» cjp) 

(iCiTSlllI* Ikiio)CJP/7P] 
nHT^V«tf'n»^A8*21-3 1 KTOto« (JP) 
(HIIX&KA., T«ii«ye»hi;UC/7P) 
m9fF8rM»#A3TI2 1 - 8 Ky«««. C JP) 

7878 AiaOMlSm^ASTBl S04 1 tlxofo* (JP) 
(74) f^aA 

>r«^ -V^', ^ (ASAHt^U^ SoJiU •! al.) 

7540 >ayjK^Wiifil»8r3TB3 7l*l NSir* Ot«jt«, (JP) 

sjB(m^ff^r>* c.?j:r^Miir)* oK m^ iww), 
otimmiki^y. iiimmm). jp. .ml(km4 
8i(Mtm}. as . 



T878 , 

man 

T8T8 
7888 

7888 , 

ma m 



pac 



(54) Title: HYDROXYSTYRENE DERIVATrVES 
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' (57)AMncr 

^ die tBVtadoa is relaied » hyd raKyn y i cBC dcrivariTq and 8aft8 ttotof wpracmed ^ fencfBl formsfai (I) (whercui 
R^ aad R« tre bound to «adi oth«r to form ^ONH-CS-S-. (II), an) orav)(wlmiQ R« b(V)(wbmui X' is H, hafogoi, 
metbyl, etkyU R^O- (wherrin R^ is methyl or eihyO. aiao, saunosuironyl, or smiao and m< is t or 2), pyridyC, ftiryl or tWt- 
n7l8ndtt(isattmcesBraroto3)wbenRi«ttdR2eaGfarepftsaiophonyi»baizxlorpb^^ reprostnliR^ 
(wfacroio R5 is H, C|-C5 sJkyI or benzyl) and R2 fepreseao benxyl or PhSCHi: R^ l a p r ts s nti cyano and R* reprsaents carb- 
ajDoyI or tlwy aiay be boumi to cadi odiar tt> form -C(> 

represents pbeuyC benzyl or phcnetbyl cr.R^ represents R^O- (wherein R^ is as defined above) and R* rspvasanls benzyi; 
or R-J and R^ ire bound to facli other to Com{lY) (wiMrsm a' and R^ ape u de<inad above) when Rt anid R2 each repre-- 
sems C(-Cj aikyi). They are uaefni as efTectfve ingredients of aati-allergie amenta, 5^90xyte8ase inhibiiocs, aniibaaerinl 
agents^ tyroetne kiaaee inhibitors* UV absorbent and reverse tFUueripcase hUnUtncs. and an also uaeftil as intcnnedintas 
for many organic compounds. 



{S7)W» • ''>^ 



* ^ JIdv, $ tt gl : i5 0- ( 8» :H. C, - 

ce^ t T-cojfa-cs-s- . -cosa-^^ 

»H(CH:)oi g« 



:0-3<»»a) ;.gi. g» 
> i S A: tt 7 X * Ai , * tt gi : 0- 

g' :5'r>'S* t* ••**^*-f4.J|^ «fctt 2* 
i g* i fcl*^ t T-CO-y-CB,CHj - (T : Q i 

fett-JE-) * tt -CO-X-!fg-CO-;gi . 27 : Ci - 

Cj r .i. + « O i t tt, gJ i £4 ittfcdiV^C 
«k ^ I f 

-CO-Jf-C-S- ( , g« : WZiSC) .) « 

:fI(CH]>ai g« 

: 

iir 64 »ttz^ « 

Si 5tsJ- ■ j» a* SB x-^> 

c cx ;ty9>« a 1» 



wo 88/07035 



PCT/JP88/00254 



(1) 



20 4Z « 45 J: CFiS! e ffl»f^ffl * =ff -r 5 c i * A L , 



15 



% ^ M ^ 




(I) 



WO8S/07«S 



PCr/JP88/00254 



5 ^ L 82 ^ K :^ >» ^ /s {4 phSCHa « (Ph « 7 * i « 

V"» IC IS ^ t T -COMH-CS-S- . -C0NH~ 7 y. 
-COMB y^v SOa - t tz (4 -CO-M-C-S- ^ 

3 4^ 5^ 4^ S.x ~ h a « ^ T 5 * ^ ;P ai * tt T 

t*Ui?yPXx y V Jl^'m t it li ^ s. j\, S ^S: ^ L . 
E' « <*; (7 k2 »< iSI — * «*§ a ^£ S 7 * ~ 4^ it. ^> 

R» 0- ( 4i . R5 {iiJIBa;IS!Ii:> Tf«t^*n5»«^ 
t R V** ^ > v» ^^ « * * il- 1 * tt ^ R» tt •> T y » * ^ 
20 L R*v« ;P ^1/ $ ^ ^ . * fc R> t Rf ,h 
tt *<jV^ K: ^ ^ L T -CO-y-CHaC Ha -(3t 4» > Y tt ft * ^ 

I 

Ph 

23 $1 t T -CO-N-C-S- 

NH(CH2)ai R* 



WOn/D7IB5 



PCT/JP88/00254 



(3) 

CD ^ {3 H 5 o 

r ;t i X. > (1) ^ j» > i < T y ^ fi , r j\, ij ^) 

±S^K> T;U5->>Aa:(0«[. (2)r>*-'>Att. (3) 
;W r * > ^ h »; i ^ ;P T 5 > s n »J 5? > V f 'J > ^ 

25 * id l« ® ft ^ ^ O i L T 0: ^«r(l)- (45)* V 

si 8» * i: E* s & K H» i 8* i ;&< it U 

ic tt ^ t T -co-N-c-s- T a *)*n«»T?«« 



WOW/07035 



PCT/JP8S/Q02S4 



(4) 



wo 88/07035 



PCr/JP88/0Q254 



s 



s s s 



^ 8 S S S 



Z 5 ^ ■ ^ 5 5 = s S S 8 s i I 



8 



I I I I 
3 S 5 a 



8 

i 

s 



? 8 8 8 

< ( < i 



s. s 



o 
z 
■ 



lo 
z 

X 



s s s s 



S S» 8 ^ S» 



a 



Q ^ o o 

2 0 2 2 £ 

s a « e ;s 

0 9 a A 

a « <r « 0 

u u Q a o 



o o 

«« M 

Z 2 

9 - « 



s 



o 

2 

a 
o 

u 



8 



CO 



2 
n 
a 
» 



CO 

o 

2 

a 



I f I 1 r i I 



I 1 r I 



III I 

i i § i 

I I 



£ £ 



? r r 



5 9 8 




£ 



H 
IK 



ir 
i ' 

i 



£ 



5 5 = a 8 



f S s a 



s a 8 8 s 



wo 88/07095 



7 



PCT/JP88/D0254 



\ ^ 


aa 


tf9 






S 


O 






lO 




\ 




mm 


«o 




•a 




s 








) 


8 


o* 


s 




«• 




s» 




«9 


IS s 



31 

























[ o 
) ^ 

( 

( I 


o» 

7 


49 

T 


7 


OB 

\ 


04 

I 




7 




7 










M 

%a 




a 










i MS 










s 






to 






f *^ 

( 9 




i 


«<• 


2 


m 


S 




M 






I ■ w 

CO 

1 ^ 


CO 

o 


03 

o 


CO 

O 


CO 

O 


tn 

M 

. o 


(0 

O 


CO 

f« 

O 


CO 

O 


Oi sa 


*** V 

O ) 



u 



z 

OS 

as 



z 



z 
« 
s 

8 

u 



z 



z 
« 



c^ 



z 
» 

CJ 



Z 



as 
n 

u 



O <-< CM «-4 




|i ^ |f 

i i ^ ^ 



i_ 



I 



I 



=5 
I 



I 



I 



m 



s § 



! 



"5 

I 



I 



I 



W088/tl7liy 



PCt/JP88/00254 



2 



1 

2 
3 
4 
5 
6 

7 
8 
9 



10 

11 
12' 



S (ppb) 



CDC;3 /DMSO-dfi -l/l;7.3-'T.7(13H.i)> 
9. 01 (lH.br) > 13.4<lH.br) 

cms /DMSO-de -l/l;4.fl8{4H.s) s 7.0 
(ISH.ffl) . 9.27(lH.br) x 13.55(lH.br) 



3 /fflSO-ds -l/l;8.7-'7.8(18H.a)x 
8.3$(lH.s)x 8.6(lH.br)> lfl.4(lH.br) 

CDC»3 /MiSO-tls -l/l;4.05(4H,s) > 6.5 -7.S 
(18H.a) 7.45(lH.s)x 9.0(lH.br}. l0.2(lH.br) 

CDCJ3 /DMSO-de -l/l;3.97(4H,s) x 7.1 -7.8 
(16H.B) X 7.75(lB.s). 9.5(lH.br) 

CDcis /DMSO-d$ -2/l;l.40<3H.t) ^ 4.10(2H, 
q)xj4.18(2H.8)x 4.70(2H.d)> 7.0 -'7.7(15H. 
■)x;9.1 ~9.8aH.brK 9.7 MO.OOfl.br) 

CDCh /DMSOtiB -i/l;4.15(2H.s) x 8.9(2H. 
s)>'7.0 -8.8(8H.«) X 10.0(2H.br) 

CDC?3 /DMSO-ds -i/l;4.18(2H.s) > 5.18(2H. 
s)xi 8.8 '-7.8a3H.i), 9.7(lH.br) 

CDCJ3 /BJBO-de -l/l;0.98(3H.t) > 1.2 -1.9 
(4HIiX 4.05<2H.t)x 4.17(2H.s)x 8.97(2H.s)s 
7.0 -'7.3(5fi.i) X 7.42(lH.8)x 9.45(lH.br) ^ 
13.4(lR.br) 

axks /MSO-ds -l/l;0.95(3H»t) x 1.3 -2.0 
(4B^i)x 8.93(2H.s)x 4.02(2H.tK 8.8 -7.4 
(7Hii)x 7.46<lH.s)s 9.28(lH.br) 

CDCI3 /DHSG-tU -l/l;4.19(2H.s) . 8.7 -7.8 
(12ii) > 9.8(2H.br)> 10.3(lfi.br) 

axAi /DWO-ds -i/l:4.22(2H.s) . 5.25(2H. 
s)x 6.7 -7.7(16H.a)x 8.87aH.ii)x S.SOHr 



br) 



> 10.8(lH.br) 



SBr;S540x 3150> 3050x 
17Q0s 1590 

XBr;3830> 3300^ I680x 
1570 

KBr;3550x 3180^ 3050^ 
1695x 1620x 1590 

KBr;3S80> 3200x 1685^ 
1585 

KBr;3450x 3200% 3060> 
1680s 1600 



SBr;3440> 3280% 1670. 
1575 

KBr:352(k 3120% 3050> 
2850s 1675s 1570 

KBr; 3480s 3130s 3050s 
2850s 1675s 1570 



KBr; 8480s '3180s 3020s 
29S0s 2850s 1885s 1570 



KBr;S420s 3180s 170Ss 
1590 

XBr;3505s 3150s 3080s 
30S0s 3020s 1870s 
1615s 1580 
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13 

14 

15 
16 

17 
18 

19 
20 
21 

22 

23 

24 
25 



CDCia /DJBOtfe -1/1;3.W(8H,») x 4.00(2H. 
s)x 5.7 ~7.8aifl,«)v 8.77(lJI.d)^ 9.205. 
br) x lO.^OiLdr) 



CDQb /DHSO-de -i/l;0.54(8H.t) s 1.8 -'l.g 
(4HJb)x 3.94(2flrs)s 4.00(2H,t)> 8.5 -'T.i 
a2H.a) H 8.9Cfi.br}x IQ.iO&br) 

CDcij /WeO-dB -1/1:7.3— 7. JOffl.!)^ 7.85 
(2R.s)x 8.ISaH.s)x 9.25(11.8} 

CDQia /DMS0-d8 -l/l;4.C0(4a.8) . 7.1 -7.8 
(IflH.!) X 7.4(2H.br)s 7.57(2H.8)x 7.90(1H. 
s)x j9.5ClH.br> 

CDCfa /DMSO-dB -l/l;2.98(2H.t-d) ^ 4.0O(ffl. 
sKi4.8Q(2H.t)x 7.& -7.8a8H.«)s 9.0(lfl,l>r) 

C0C<3 /BMSO-da -iyi:2.77(2I.i> . 3.30(2Hr 
■)x !3.97(4H.s), 6.8 -7.5a3H.i)v 7.8(1H. 
br) j> 8.8(lH.br) 

CDQia /DMSO-de -l/l;7.0~8.0(18H.i)v 8,48 
(ia.s}^ 8.53ai.8}x 9.3afi.br> 

CDCIj /DMSO-de -l/i;4.Q0(4H.s) h 7.0 --7.9 

i 

CDCia /DMSO-de -l/l:1.43(3IUt) > 8.97(2H. 
8)> 4.12(2H.q)x 7.1 -7.8(8H.«) ^ 7.48(2H. 
br} > 7.80(15.d}x 8.00(lH.8}x 9.3Qai.br} 

CDOii /DMSO-de -I/l;8.87(8ILs} x 8.9a(2E. 
8>xi7.1 - 7.8(6H.«>x r.40(2B.br> x ^SOOHr 
d}x|7.98)<IH.8} x 9.5<lH.br> 

I 
I 

j 

CBCij /DMSO-de -i/l;8.92(2H.s} x 7.06(11. 
d}xi7.1 -7,3(^.8) x 7.4(2H.br}x T.58(1H* 
d}xj7.8TaH.8>x 9.4(2H.br> 

Oxia /D«SO-d« -l/l;8.90(2H.s) x 7.1 M.8 
a2^.a} X 8.88(lH.dd} 9.9<2R.br} 

cads ymH9 -l/l;4.75(2H.d} X 7.3 -7.7 
a8H.8} X S.^^B.br)x 9.84(lH.t} • 



SBr:3400x 3170> SOSOx 
1890. 1820x lBl(k 1580 



KBr:S160x 3130x SOSOx 
3020x 2950x 1885x 1610 



2Br:3500x 3475x 8300x 
3200x 2205x 1710x 1580 

KBr:3400x 3S2Qx 2205x 
1880v 1585 



KBn8360x I720x 184Sx 
1590 

KBr:3400x 3200x 2900x 
1685^ 1640x ISOOx 1^80 



XBr:3530x 3220x 3080x 
172Qx 166Gx 1820x ISJO 

KBr;31S0x 3080x 3020x 
1700:. 18S5s i820x 1570 

KBr;S520x 3880v 3170x 
220Sx 1685x 1575 



KBr;3500x 3370x 3170x 
2200x 1865x 1S70 



KBr:3440x 3310x S25Qx 
2210x 1880x 1590x 1570 



KBr:3480x 3170x ITlOx 
1850x 1800x 1570 

ror;S570x 3200x 285(k 
1890x lS85x ISlOx 1570 
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26 


CDCa3 /DIBO-ds -l/l;4.00(4H.s) x 4.82(2H. 
d) 7.1-'7.3(18a,i)9.0(lH.br)> 9.78(iH.t) 


KBr:8300N 3200x 3010. 
2880> 1880x 1810s 1590 
1570 


27 


CDCis /DUaWe -l/l:4.13(2H.s) . 4.72(2fl. 
sU 8.37(2H.<l)x 6.90(2H.3)> 7.2 -'7.5(6H. 
i). 7.57afi.d). 9.8(8H,br) 


KBr;3550x 3180x 2800x 
1660x 1620> 1580 


28 


QDCti /DMSO-de -2/l;1.4a(8H.t> > 4.10(2H, 
q)v 4.18(2H.s).. 4.7fl(2H,d)x 7.08-7. 73a5H. 
■)n 9.10-9. 80(lfl.br) ^ 9.7 -iO.O(lfl.br) 




29 


CDQJs /WSHU -l/l;0.97(8H.t) ^ 1.8 -2.0 
(4H.b)> 4.0S(2R,tK 4.13(2H.8K 4.72<2H.s)h 
6.9 -7.5(13H.b) 


XBr:3S20x 3200. 3050. 
2990> 288fls 1680x 1815x 
1595 


30 


CDC«3 /DMSWb -l/l:1.02(3a.t) . 1.3 -1.9 
(4H.b)^ 4.03<2R.8)x 4.08(2H.t)x 4.59<2H.8)x 
6.88(2H.8)> 7.1 -7.7<11H.i)> 8.0(lH.br) 


KBr;35Z0x 3200. 3020. 
2900. 2870. 1670. 1590 


31 


CDCh /DHSO-de -i/l;4.17(2H.s) ^ 4.87<2H.8) 
5.17(2H.s), 8.9 -7.8(18fi.i)^ 9.8(2H.br) 


• 

XBr:3S00. 3200. 8060. 
2770. 1880. 1680. 1810. 
1590 


32 


aXUz ;1.30a2H.d)s 3.12(2H.i)n 7.10(2H.d)> 
7.41(2H.sK 7.52(lH.br) ^ 7.90(lH,sK 
10.21(UI.br) 




33 


C!DCf3 yiMSO-dfi •10/1:1. 20 (12H><1) % 3.30(2H. 
■)s 4.70(2H.sK 7.1S(2E.sK 7.30(5H.lK 
7.56<1H.8K 9.30-9.80(lHrbr) 




34 


uX<l3 /UKSiHu *10/l:l.ZS(12nta; > Z.9ovZn> 
t)^ 3.40(2H.«)^ 3.80(2H.q), 7.20-7.40(7H. 
■)> 7.58aH.8)^ 8.40-8.70(lH.br) ^ 
9.48 (IH.t) 




35 


CXfs ;1.28a2B.d)x 3.38(2B.«)h 4.76(2R.d)> 
6.88-7. 50(6H.i)x 7.67aB.s)x 7.90-8.40 
(lfi.br> X 9.23-9. 86<lH,br) 




36 


CDCfi /mH» •10/l;1.26a2H.d) x 8.a8(2H. 
tU 4.70<2H.s X 7.20(2R,s}x 7.33(4H.8)n 
7.07(lH.s)x 8.00-8.40(lB.br) x 
9.10-9.70<lfl.br) 
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37 


CDCii /DMSO-ds -iO/l:1.2$a2H.d) s 3.38(2H. 
t>N 4.70(2H.d) . T.2I)-7.47(5H.bK 7.87(1H, 
s>s 7,80-«'8.20(Xfl.br) n 9.2O~8.80aH.far) 




38 


CDCh /TWSO-de -10/i;1.18a2H.d) 3.88(2H. 
■)> S.78(3JLs)v 4.70(lH»s), 8.80(2H.d}> 
7.I6.(2H,9)> 7,30(2H,d)^ T.80aH.«)v 7.85- 
8.20!(llLbr) x 9.00^9. BOOH. br) 




39 


CDCii /DKSO-dfi -10/l;1.28(12H,d) x 2.3S 
(3H.8)s 3.38(2H.ii)n 4.70(2H.d)> 7.06-7.28 
(8H.i>N 7.88<lH,sK 8.0 -8.3(lfl.br)x 
9.30(lH.t} 


• 


40 


CDCh /DHSO-ds -10/l;i.2Sa2H.<I) v 3.38 
(2H.i)s 4.87{2H.d)> 7.1ft(2H.3)> 7.5fl(lH,s). 
7.80(2H.d)> 8.20(2H,d>x 8.2 -8,8aH»br)> 
9.67^1H,br) 




41 


axai /BHSO^ -10/1: L23a2H.d)s 8.18 
(2H.»)h 3.88(2H,i)s 4.80(2H,3) > 6.98 - 

7.9q(7H.i) H 8.0- 8.4(ll,br) 9.83 - 

9.78(lHrt} 


• 

• 


4 2! 


OXMs /WBD-de -10/l;1.28(12H»d) ^ 3.80 
(2H.sK 3.3e(2H,i) ^ 4.66(2H.d> > 6.63 
(2H.d)x 7.08C2H,d) x 7.20(2H.8) > 7.56 
CiH.i)> 8.4- «.8(IHrbr) > 9.5- 9.7aH.br) 




4 3 


CDClj /MBO-de -10/l:1.27a2H.d) % 3.88 
C2H,i>x 4.80<2B.d) ^ S.$8(2&.s> ^ T.26 
(2H.s)n 7.48(12.8) V 7.73(ia.s) ^ 7.8- 
8.3pl.br) > 9.1- 9.5aH.br) 




44 


CDCIi /DHSO-da -10/1:1. 28 (i2H,d) ^ 8.86 
(2H.«)x 4.98(2H.d) . 6.9— 7.3(5H,a)x 
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